Amendment to the Specification: 

00 Please replace the first paragraph (lines 1-15) on page 7 with the following amended paragraph: 

lymphoid tumor cells representing a disease selected from B cell non-Hodgkin lymphoma, B cell 
lymphoma, B cell acute lymphoid leukemia, Burkitt lymphoma, Hodgkin lymphoma, hairy cell 
leukemia, acute myeloid leukemia, T cell lymphoma, T cell non-Hodgkin lymphoma, chronic 
myeloid leukemia, chronic lymphoid leukemia, and multiple myeloid leukemia. Exemplary 
activated lymphoid tumor cells which can be killed include PRIESS (ECACC Accession No: 
860521111 GRANTA-519 (DSMZ Accession No: ACC 3421 KARPAS-422 (DSMZ Accession 
No: ACC 32). KARPAS-299, DOHH-2, SR-786, MHH-CALL-4, MN-60, BJAB, RAJI, L-428, 
HDLM-2, HD-MY-Z, KM-H2, L1236, BONNA-12, HC-1, NALM-1, L-363, EOL-1, LP-1, RPMI- 
8226, and MHH-PREB-1 cell lines. In certain preferred embodiments, the subject compositions 
have an EC50 of 1 00 nM or less, and preferably less than 1 0 nM or even 1 nM, for killing at least 
one of B cell lymphoma cells and T cell lymphoma cells selected from the list of KARPAS-422, 
DOHH-2, SR-786, MHH-CALL-4, MN-60, HD-MY-Z, NALM-1 and LP-1. In certain instances, to 
effect cell killing, the target cells may require further activation or pre-activation, such as by by 
incubation with Lipopolysaccharide (LPS, 10 |ig/ml), Interferon-gamma (IFN-y, Roche, 40 ng/ml) 
and/or phyto-hemagglutinin (PHA, 5 (ig/ml) to name but a few. 

00 Please replace lines 21-23 on page 9 with the following amended paragraph: 

wherein each X independently represents any amino acid residue. For instance, the VH 
CDR3 sequence can be SPRYRGAFDY (SEQ ID No. 3) and/or the VL CDR3 sequence can be 
QS YDLIRH (SEQ ID No. 4) or QSYDMNVH (SEQ ID No. 5). 

00 Please replace lines 3-5 on page 10 with the following amended paragraph: 
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each X independently represents any amino acid residue. For instance, the VH CDR3 
sequence can be SPRYRGAFDY (SEQ ID No. 3) and/or the VL CDR3 sequence can be 
QSYDLIRH (SEQ ID No. 4) or QSYDMNVH (SEQ ID No. 5). 

00 Please replace lines 22-23 on page 1 7 with the following amended paragraph: 

For instance, the VH CDR3 sequence is SPRYRGAFDY (SEQ ID No. 3) and/or the VL 
CDR3 sequence is QSYDLIRH (SEQ ID No. 4) or QSYDMNVH (SEQ ID No. 5). 

00 Please replace lines 17-31 on page 38, lines 1-31 on page 38 and lines 1-6 on page 40 with the 
following amended text: 

Figure 11 Vector map and sequence (SEQ ID NO: 33) of scFv phage display vector 

pM0RPH13_scFv. The vector pM0RPH13_scFv is a phagemid vector comprising a 
gene encoding a fusion between the C-terminal domain of the gene III protein of 
filamentous phage and a HuCAL scFv. In Figure 11, a vector comprising a model 
scFv gene (combination of VHIA and VA,3 (Knappik et al., 2000) is shown. The 
original HuCAL master genes (Knappik et al. (2000): see Fig. 3 therein) have been 
constructed with their authentic N-termini: VHIA, VHIB, VH2, VH4 and VH6 with 
Q (=CAG) as the first amino acid. VH3 and VH5 with E (=GAA) as the first amino 
acid. Vector pM0RPH13_scFv comprises the short FLAG peptide sequence (DYKD 
SEQ ID NO: 9) fiised to the VH chain, and thus all HuCAL VH chains in, and 
directly derived from, this vector have E (=GAA) at the first position (e.g. in 
pMx7_FS vector, see Figure 12). 

Figure 12 Vector map and sequence (SEQ ID NO: 34) of scFv expression vector 

pMx7_FS_5D2. The expression vector pMx7_FS_5D2 leads to the expression of 
HuCAL scFv fragments (in Figure 12, the vector comprises a gene encoding a 
"dummy" antibody fragment called "5D2") when VH-CHl is fused to a combination 
of a FLAG tag (Hopp et al., 1988; Knappik and Pliickthun, 1994) and a STREP tag II 
(WSHPQFEK SEQ ID N0:_8) (IBA GmbH, Gottingen, Germany; see: Schmidt and 
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Skerra, 1993; Schmidt and Skerra, 1994; Schmidt et al., 1996; Voss and Skerra, 
1997). 

Figure 13 Vector map and sequence (SEQ ID NO: 35) of Fab expression vector 

pMx9_Fab_GPC8. The expression vector pMx9_Fab_GPC8 leads to the expression 
of HuCAL Fab fragments (in Figure 13, the vector comprises the Fab fragment MS- 
GPC8) when VH-CHl is fused to a combination of a FLAG tag (Hopp et al., 1988; 
Knappik and Pliickthun, 1994) and a STREP tag II (WSHPQFEK, SEQ ID No. 8) 
(IBA GmbH, Gottingen, Germany; see: Schmidt and Skerra, 1993; Schmidt and 
Skerra, 1994; Schmidt et al, 1996; Voss and Skerra, 1997). In pMx9_Fab vectors, the 
HuCAL Fab fragments cloned from the scFv fragments (see figure caption of Figure 
1 1) do not have the short FLAG peptide sequence (DYKD, SEQ ID No. 9) fused to 
the VH chain, and all HuCAL VH chains in, and directly derived from, that vector 
have Q (=CAG) at the first position 

Figure 14 Vector map and sequence (SEQ ID NO: 36) of Fab phage display vector 

pMORPH18_Fab_GPC8. The derivatives of vector pM0RPH18 are phagemid 
vectors comprising a gene encoding a fusion between the C-terminal domain of the 
gene III protein of filamentous phage and the VH-CHl chain of a HuCAL antibody. 
Additionally, the vector comprises the separately encoded VL-CL chain. In Figure 14, 
a vector comprising the Fab fragment MS-GPC-8 is shown. In pM0RPH18_Fab 
vectors, the HuCAL Fab fragments cloned from the scFv fragments (see figure 
caption of Figure 1 1) do not have the short FLAG peptide sequence (DYKD, SEQ ID 
No. 9) fused to the VH chain, and all HuCAL VH chains in, and directly derived 
from, that vector have Q (=CAG) at the first position. 

Figure 15 Amino acid sequences of VH and VL domains of MS-GPC-1 (SEQ ID NOS 37[[-]] 

and 38, respectively), MS-GPC-6 (SEQ ID NOS 39[H]_and_40, respectively), MS- 
GPC-8 (SEQ ID NOS 4UM1 and 42, respectively), MS-GPC-10 (SEQ ID NOS 43[[- 
11 and 4 4, respectively), MS-GPC-8-6 (SEQ ID NOS 41 and 4 ^6, respectively), 
MS-GPC-8- 10 (SEQ ID NOS 41 and 4 ?^8, respectively), MS-GPC-8- 17 (SEQ ID 
NOS 41 and 4 9-50, respectively), MS-GPC-8-27 (SEQ ID NOS 41 and ^ 52, 
respectively), MS-GPC-8-6-13 (SEQ ID NOS 41 and ^ 54, respectively), MS-GPC- 
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8-10-57 (SEQ ID NOS 41 and § §-56. respectively), aftd-MS-GPC-8-27-41 (SEQ ID 
NOS 41 and § ?-58. respectively ). MS-GPC-8-1 (SEQ ID NOS 41 and 28. 
respectively). MS-GPC-8-9 (SEP ID NOS 41 and 31. respectivelvl MS-GPC-8-18 
(SEP ID NOS 41 and 32. respectively). MS-GPC-8-6-2 (SEP ID NOS 41 and 45. 
respectively). MS-GPC-8-6-19 (SEP ID NOS 41 and 47. respectively). MS-GPC-8-6- 
27 (SEQ ID NOS 41 and 49. respectively). MS-GPC-8-6-45 (SEP ID NPS 41 and 
51. respectively). MS-GPC-8-6-47 (SEP ID NPS 41 and 53. respectively). MS-GPC- 
8-27-7 (SEP ID NPS 41 and 55. respectively), and MS-GPC-8-27-10 (SEP ID NPS 
41 and 57. respectively) . The sequences in Figure 1 5 show amino acid 1 of VH as 
constructed in the original HuCAL master genes (Knappik et al. (2000): see Fig. 3 
therein). In scFv constructs, as described in this application, amino acid 1 of VH is 
always E (see figure caption of Figure 1 1 ), in Fab constructs as described in this 
application, amino acid 1 of VH is always Q (see figure caption of Figure 13). 

00 Please replace Table 1 and 2 on pages 77-79, in Tables 1 and 2 with the following amended 

Table 1 and 2: 
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QSYDYDHY 
(SEQ ID NO: 60) 


o 

^ d 

>^ Q 

S C 


o 
vo 

^ rS 

a 2 

>^ Q 
n ^ 

S cy 


o 
vo 

>^ Q 


o 

^ 6 

>i Q 


O 
VO 

M-( t-T" 

Q 


Q 

a 

PQ 

Q ^ 

00 O 


Q 

a 

m 

> 

• • 

00 O 


o 

a 
w 

VI 

vr J 

00 O 


Q 

a 
w 

GO 

i 

• • 

00 O 

a;z: 


00 


00 


oo 


00 


oo 


oo 


00 


oo 


00 


00 


SGSESNIGSNYVH 
(SEQ ID NO: 13) 
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SPRYRGAFDY (SEQ 
ID NO: 3) 
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Figure 15 

MS-GPC-1: 
VH 

QVQLKESGPALVKPTQTLTLTCTFSGFSLSTSGVGVGWIRQPPGKALEW 
LALIDWDDDKYYSTSLKTRLTISKDTSKNQWLTMTNMDPVDTATYYCAR 
QYGHRGGFDHWGQGTLVTVSS (SEQ ID NO: 37) 
VL 

DIVLTQPPSVSGAPGQRVTISCSGSSSNIGSNYVSWYQQLPGTAPKLLIY 
DNNQRPSGVPDRFSGSKSGTSASLAITGLQSEDEADYYCQSYDFNESVF 
GGGTKLTVLG (SEQ ID NO: 38) 

MS-GPC-6 
VH 

EVQLVESGGGLVQPGGSLRLSCAASGFTFSSYAMSWVRQAPGKGLEWV 
SAISGSGGSTYYADSVKGRFTISRDNSKNTLYLQMNSLRAEDTAVYYCAR 
GYGRYSPDLWGQGTLVTVSS (SEQ ID NO: 39) 
VL 

DIVLTQSPATLSLSPGERATLSCRASQSVSSSYLAWYQQKPGQAPRLLIY 
GASSRATGVPARFSGSGSGTDFTLTISSLEPEDFAVYYCQQYSNLPFTFG 
QGTKVEIKRT (SEQ ID NO: 40) 

MS-GPC-8 
VH 

QVQLKESGPALVKPTQTLTLTGTFSGFSLSTSGVGVGWIRQPPGKALEW 
LALIDWDDDKYYSTSLKTRLTISKDTSKNQWLTMTNMDPVDTATYYCAR 
SPRYRGAFDYWGQGTLVTVSS (SEQ ID NO: 41) 
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VL 

DIVLTQPPSVSGAPGQRVTISCSGSSSNIGSNYVSWYQQLPGTAPKLLIY 
DNNQRPSGVPDRFSGSKSGTSASLAITGLQSEDEADYYCQSYDMPQAV 
FGGGTKLTVLG (SEQ ID NO: 42) 

MS-GPC-10 
VH 

QVQLKESGPALVKPTQTLTLTCTFSGFSLSTSGVGVGWIRQPPGKALEW 
LALIDWDDDKYYSTSLKTRLTISKDTSKNQWLTMTNMDPVDTATYYCAR 
QLHYRGGFDLWGQGTLVTVSS (SEQ ID NO: 43) 
VL 

DIVLTQPPSVSGAPGQRVTISCSGSSSNIGSNYVSWYQQLPGTAPKLLIY 
DNNQRPSGVPDRFSGSKSGTSASLAITGLQSEDEADYYCQSYDLTMGVF 
GGGTKLTVLG (SEQ ID NO: 44) 

MS-GPC-8-6 
VH 

QVQLKESGPALVKPTQTLTLTCTFSGFSLSTSGVGVGWIRQPPGKALEW 
LALIDWDDDKYYSTSLKTRLTISKDTSKNQWLTMTNMDPVDTATYYCAR 
SPRYRGAFDYWGQGTLVTVSS (SEQ ID NO: 41) 
VL 

DIVLTQPPSVSGAPGQRVTISCSGSSSNIGSNYVSWYQQLPGTAPKLLIY 
DNNQRPSGVPDRFSGSKSGTSASLAITGLQSEDEADYYCQSYDYDHYVF 
GGGTKLTVLG (SEQ ID NO: 46) 

MS-GPC-8-10 
VH 
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QVQLKESGPALVKPTQTLTLTCTFSGFSLSTSGVGVGWIRQPPGKALEW 
LALIDWDDDKYYSTSLKTRLTISKDTSKNQWLTMTNMDPVDTATYYCAR 
SPRYRGAFDYWGQGTLVTVSS (SEQ ID NO: 41) 
VL 

DIVLTQPPSVSGAPGQRVTISCSGSSSNIGSNYVSWYQQLPGTAPKLLIY 
DNNQRPSGVPDRFSGSKSGTSASLAITGLQSEDEADYYCQSYDLIRHVF 
GGGTKLTVLG (SEQ ID NO: 48) 



MS-GPC-8-17 
VH 

QVQLKESGPALVKPTQTLTLTCTFSGFSLSTSGVGVGWIRQPPGKALEW 
LALIDWDDDKYYSTSLKTRLTISKDTSKNQWLTMTNMDPVDTATYYCAR 
SPRYRGAFDYWGQGTLVTVSS (SEQ ID NO: 41) 
VL 

DIVLTQPPSVSGAPGQRVTISCSGSSSNIGSNYVSWYQQLPGTAPKLLIY 
DNNQRPSGVPDRFSGSKSGTSASLAITGLQSEDEADYYCQSYDFSVYVF 
GGGTKLTVLG (SEQ ID NO: 50) 

MS-GPC-8-27 
VH 

QVQLKESGPALVKPTQTLTLTCTFSGFSLSTSGVGVGWIRQPPGKALEW 
LALIDWDDDKYYSTSLKTRLTISKDTSKNQWLTMTNMDPVDTATYYCAR 
SPRYRGAFDYWGQGTLVTVSS (SEQ ID NO: 41) 
VL 
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DIVLTQPPSVSGAPGQRVTISCSGSSSNIGSNYVSWYQQLPGTAPKLLIY 
DNNQRPSGVPDRFSGSKSGTSASLAITGLQSEDEADYYCQSYDMNVHV 
FGGGTKLTVLG (SEQ ID NO: 52) 

MS-GPC-8-6-13 
VH 

QVQLKESGPALVKPTQTLTLTCTFSGFSLSTSGVGVGWIRQPPGKALEW 

LALIDWDDDKYYSTSLKTRLTISKDTSKNQWLTMTNMDPVDTATYYCAR 

SPRYRGAFDYWGQGTLVTVSS (SEQ ID NO: 41) 

VL 

DIVLTQPPSVSGAPGQRVTISCSGSESNIGANYVTWYQQLPGTAPKLLIYD 
NNQRPSGVPDRFSGSKSGTSASLAITGLQSEDEADYYCQSYDYDHYVFG 
GGTKLTVLG (SEQ ID NO: 54) 

MS-GPC-8-10-57 
VH 

QVQLKESGPALVKPTQTLTLTCTFSGFSLSTSGVGVGWIRQPPGKALEW 
LALIDWDDDKYYSTSLKTRLTISKDTSKNQWLTMTNMDPVDTATYYCAR 
SPRYRGAFDYWGQGTLVTVSS (SEQ ID NO: 41) 
VL 

DIVLTQPPSVSGAPGQRVTISCSGSESNIGNNYVQWYQQLPGTAPKLLIY 
DNNQRPSGVPDRFSGSKSGTSASLAITGLQSEDEADYYCQSYDLIRHVF 
GGGTKLTVLG , (SEQ ID NO: 56) 

MS-GPC-8-27-41 
VH 
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QVQLKESGPALVKPTQTLTLTCTFSGFSLSTSGVGVGWIRQPPGKALEW 
LALIDWDDDKYYSTSLKTRLTISKDTSKNQWLTMTNMDPVDTATYYCAR 
SPRYRGAFDYWGQGTLVTVSS (SEQ ID NO: 41) 
VL 

DIVLTQPPSVSGAPGQRVTISCSGSESNIGNNYVQWYQQLPGTAPKLLIY 
DNNQRPSGVPDRFSGSKSGTSASLAITGLQSEDEADYYCQSYDMNVHV 
FGGGTKLTVLG (SEQ ID NO: 58) 

MS-GPC-8-1 
VH 

QVQLKESGPALVKPTQTLTLTCTFSGFSLSTSGVGVGWIRQPPGKALEW 
LALIDWDDDKYYSTSLKTRLTISKDTSKNQWLTMTNMDPVDTATYYCAR 
SPRYRGAFDYWGQGTLVTVSS (SEQ ID NO: 41) 
VL 

DIVLTQPPSVSGAPGQRVTISCSGSSSNIGSNYVSWYQQLPGTAPKLLIY 
DNNQRPSGVPDRFSGSKSGTSASLAITGLQSEDEADYYCQSYDFSHYVF 
GGGTKLTVLG (SEQ ID NO:28) 

MS-GPC-8-9 
VH 

QVQLKESGPALVKPTQTLTLTCTFSGFSLSTSGVGVGWIRQPPGKALEW 
LALIDWDDDKYYSTSLKTRLTISKDTSKNQWLTMTNMDPVDTATYYCAR 

SPRYRGAFDYWGQGTLVTVSS (SEQ ID NO: 41) j: 

VL 

DIVLTQPPSVSGAPGQRVTISCSGSSSNIGSNYVSWYQQLPGTAPKLLIY 

DNNQRPSGVPDRFSGSKSGTSASLAITGLQSEDEADYYCQSYDIQLHVF 
GGGTKLTVLG (SEQ ID NO: 31) 
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MS-GPC-8-18 
VH 

QVQLKESGPALVKPTQTLTLTCTFSGFSLSTSGVGVGWIRQPPGKALEW 
LALIDWDDDKYYSTSLKTRLTISKDTSKNQWLTMTNMDPVDTATYYCAR 
SPRYRGAFDYWGQGTLVTVSS (SEQIDN0:41) 
VL 

DIVLTQPPSVSGAPGQRVTISCSGSSSNIGSNYVSWYQQLPGTAPKLLIY 
DNNQRPSGVPDRFSGSKSGTSASLAITGLQSEDEADYYCQSYDFSIYVF 
GGGTKLTVLG (SEQ ID NO: 32) 

MS-GPC-8-6-2 
VH 

QVQLKESGPALVKPTQTLTLTCTFSGFSLSTSGVGVGWIRQPPGKALEW 
LALIDWDDDKYYSTSLKTRLTISKDTSKNQWLTMTNMDPVDTATYYCAR 
SPRYRGAFDYWGQGTLVTVSS (SEQIDN0:41) 
VL 

DIVLTQPPSVSGAPGQRVTISCSGSESNIGSNYVHWYQQLPGTAPKLLIY 
DNNQRPSGVPDRFSGSKSGTSASLAITGLQSEDEADYYCQSYDYDHYVF 
GGGTKLTVLG (SEQ ID NO: 45) 

MS-GPC-8-6-19 
VH 

QVQLKESGPALVKPTQTLTLTCTFSGFSLSTSGVGVGWIRQPPGKALEW 
LALIDWDDDKYYSTSLKTRLTISKDTSKNQWLTMTNMDPVDTATYYCAR 
SPRYRGAFDYWGQGTLVTVSS (SEQ ID NO: 41) 
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VL 

DIVLTQPPSVSGAPGQRVTISCSGSESNIGSNYVAWYQQLPGTAPKLLIY 
DNNQRPSGVPDRFSGSKSGTSASLAITGLQSEDEADYYCQSYDYDHYVF 
GGGTKLTVLG (SEQ ID NO: 47) 

MS-GPC-8-6-27 
VH 

QVQLKESGPALVKPTQTLTLTCTFSGFSLSTSGVGVGWIRQPPGKALEW 
LALIDWDDDKYYSTSLKTRLTISKDTSKNQWLTMTNMDPVDTATYYCAR 
SPRYRGAFDYWGQGTLVTVSS (SEQ ID NO: 41) 
VL 

DIVLTQPPSVSGAPGQRVTISCSGSDSNIGANYVTWYQQLPGTAPKLLIY 
DNNQRPSGVPDRFSGSKSGTSASLAITGLQSEDEADYYGQSYDYDHYVF 
GGGTKLTVLG (SEQ ID NO: 49) 

MS-GPC-8-6-45 
VH 

QVQLKESGPALVKPTQTLTLTCTFSGFSLSTSGVGVGWIRQPPGKALEW 
LALIDWDDDKYYSTSLKTRLTISKDTSKNQWLTMTNMDPVDTATYYCAR 
SPRYRGAFDYWGQGTLVTVSS (SEQ ID NO: 41) 
VL 

DIVLTQPPSVSGAPGQRVTISCSGSEPNIGSNYVFWYQQLPGTAPKLLIYD 
NNQRPSGVPDRFSGSKSGTSASLAITGLQSEDEADYYCQSYDYDHYVFG 
GGTKLTVLG (SEQ ID NO: 51) 

MS-GPC-8-6-47 
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VH 

QVQLKESGPALVKPTQTLTLTCTFSGFSLSTSGVGVGWIRQPPGKALEW 
LALIDWDDDKYYSTSLKTRLTISKDTSKNQWLTMTNMDPVDTATYYCAR 
SPRYRGAFDYWGQGTLVTVSS (SEQIDNQ:41) 
VL 

DIVLTQPPSVSGAPGQRVTISCSGSESNIGSNYVSWYQQLPGTAPKLLIY 
DNNQRPSGVPDRFSGSKSGTSASLAITGLQSEDEADYYCQSYDYDHYVF 
GGGTKLTVLG (SEQ ID NO: 53) 

MS-GPC-8-27-7 
VH 

QVQLKESGPALVKPTQTLTLTCTFSGFSLSTSGVGVGWIRQPPGKALEW 
LALIDWDDDKYYSTSLKTRLTISKDTSKNQWLTMTNMDPVDTATYYCAR 
SPRYRGAFDYWGQGTLVTVSS (SEQ IDNO:41) 
VL 

DIVLTQPPSVSGAPGQRVTISCSGSESNIGNNYVGWYQQLPGTAPKLLIY 
DNNQRPSGVPDRFSGSKSGTSASLAITGLQSEDEADYYCQSYDMNVHV 
FGGGTKLTVLG (SEQ ID NO: 55) 

MS-GPC-8-27-10 
VH 

QVQLKESGPALVKPTQTLTLTCTFSGFSLSTSGVGVGWIRQPPGKALEW 
LALIDWDDDKYYSTSLKTRLTISKDTSKNQWLTMTNMDPVDTATYYCAR 
SPRYRGAFDYWGQGTLVTVSS (SEQ ID NO: 41) 
VL 



9281866 1 



-18- 



Attorney Reference No.: GPCG-PO 1-003 

DIVLTQPPSVSGAPGQRVTISCSGSESNIGANYVNWYQQLPGTAPKLLIY 

DNNQRPSGVPDRFSGSKSGTSASLAITGLQSEDEADYYCQSYDMNVHV 
FGGGTKLTVLG (SEQ iP NO: 57) 
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